Change in the population of the bound RNA species in function of kC3, related to Figure 6 Total RNA bound RNA bound as C % RNA bound as C 7.72E-11 7.44E-11 1.93E+01 1.25E-10 3.24E+01 2.11E-10 5.46E+01 2.73E-10 7.07E+01 3.19E-10 8.29E+01 3.49E-10 9.07E+01 3.65E-10 9.51E+01
[Protein]
[RNA] 5.00E-09 3.23E-10 1.00E-08 2.70E-10 2.50E-08 1.82E-10 5.00E-08 1.17E-10 1.00E-07 6.84E-11 2.00E-07 3.73E-11 4.00E-07 1.95E-11 6.00E-07 1.32E-11 1.30E-10 2.19E-10 2.83E-10 3.32E-10 3.63E-10 3.81E-10 3.87E-10 3.70E-10 9.67E+01 kC3=2 kC4=9.3333 Table S2 Variation in the amount of bound RNA in function of ZBP1 concentration, related to Figure 6 aliphatic and aromatic resonances, as previously described (Nicastro et al., 2012) . Resonance assignments of the two RNA oligonucleotides, free and in complex were obtained from 2D 1 H-1 H TOCSY, 2D 1 H-1 H NOESY either decoupled or un-decoupled. NOESY spectra were recorded using mixing times of 100, 150
and 250ms depending on the sample. TOCSY spectra were recorded using a mixing time of 60ms.
Intramolecular NOEs were obtained from 3D 15 N NOESY-HSQC, 3D 13 C-NOESY-HSQC experiments.
Inter-molecular NOEs were obtained as described in the methods section.
The structures of the KH3-GCACACCC and KH4-UCGGACU complexes were calculated using the protocol described (Nicastro et al., 2012 ) with a few variations as described below. Briefly, the structures were calculated using a semi-automated ARIA 2.3-based protocol (Linge et al., 2003) . Distance restraints were obtained by integrating NOE cross-peaks in 3D and 2D NOESY spectra using the XEASY program (Bartels et al., 1995) . The protein-protein NOE cross-peaks were calibrated automatically and assigned iteratively within ARIA, whereas the peaks arising from RNA proton resonances were calibrated manually in a semi-quantitative fashion (Varani et al., 1996) . Protein angle restraints were obtained from the chemical shifts of CO, CA, CB and backbone amide N and NH moieties using the program TALOS. RNA angle restraints (α, ζ and δ) were obtained from 1 H-1 H TOCSY spectra and 31 P-1 H correlation spectra. Hydrogen bond restraints were added only in the final set of calculations and only in well-defined secondary structure elements if a proton was hydrogen-bonded in at least 50% of the initial set of structures. Further, the structures of both the KH3 and the KH4 complex show the canonical double H-bond between the nucleobase in position 3 and the protein backbone in the initial set of structures and these hydrogen bonds were added at the last step of the calculations. (406-422, 425-443, 450-479, 485-503, 508-523, 529-565) 93.5% are in the most favored, 6.5% additional, 0% generously and 0.1% disallowed regions respectively.
Calculation of kC3 and kC4
To calculate kC3, we consider the pathway for formation of the closed complex in which the KH4 domain attaches first (see Figure 5 ). This pathway is effectively a simple reversible bimolecular reaction followed by a conformational change that can be summarized as:
